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Early-stage TNBC

Platinum agents
Immunotherapy
PARP inhibitors



Improving outcomes of early stage TNBC

“olatinum or not
platinum”




Neoadjuvant Platinum Trials
Metanalysis of pCR rates

Trial name Year
GEICAM/2006-03 2012
GeparSixto GBG66 2014

CALGB 40603 Alliance 2014
UMINOOOO03355 2014

Aguilar Martinezetal. 2015

NCTO01276769 2016
GeparOcto GBG84 2017
WSG-ADAPT 2018
BrighTNess 2018

Random effect (I-squared = 56.3%,

P=0.019)

4

il

OR (95% CI)

0.97 (0.40, 2.35)
1.78 (1.14, 2.78)

1.68 (1.15, 2.45)

L ]

L 4

4.60 (1.72, 12.27)

2.38 (0.85, 6.64)

L ]

3.88 (1.35, 11.15)
1.14 (0.77, 1.68)
2.11 (1.33, 3.35)
3.01 (1.90, 4.77)

1.96 (1.46, 2.62)

Platinum Controls

14/47 14/46

90/158 67/157

119/221 87/212

23/37 10/38
18/30 12/31
17/44 6/43

105/203  97/200
67/146 51/178
92/160 49/158

545/1046 393/1063

T
0815

Favors Controls

Favors Platinum

Ld.3

Poggio F et al. Ann Oncol 2018
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PCR rates by gBRCA status

GeparSixto

gBRCA wt gBRCA mut
OR 2.23 OR 1.29
P=.003 P=.63
A |

PM PM+Ch PM PM+Ch
N=121 N=120 N=24 N=26

Haenen E et al. Jama Oncol 2017

Brightness

=

All patients —— 22.2(131t031.2)
BRCA1 or BRCA2 mutation, or both . Y 156 (-9-410407)
No mutation in BRCA1 or BRCA2 | —— 232(135t0329)
Lymph node stage No  —e—  280(15810402)
Lymph node stage N1-2 i —— 151(17t0 28:5)
AC dose every 2 weeks i —— 250(129t0371)
AC dose every 3 weeks E —— 186(49t0322)
|

-50 -40 30 -20 -10 0

Risk difference (95% Cl)

Loibl S et al. Lancet Oncol 2018
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Neoadjuvant Platinum Trials

Event-free survival

Tnal name Year HR (953% CI)

|
CALGB 40603 Alliance 2016 —_— 0.84(0.58,1.22)

!
GeparSixto GBG66 2017 { — 0.56 (0.33, 0.96)

i
Random effect (I-squared = 33.0%, P=0.222) g s P 0.72 (0.49, 1.06)

W

i

i

i

T . T
33 1 3.03
Favors Platinum Favors Controls
O ] ival
Trial name Year ve ra S u rVIva HR (95% CI)
CALGB 40603 Alliance 2016 —_—t 115 (0.74, 1.79)
GeparSixto GBG66 2017 { H 0.60 (0.32, 1.12)
:
Random effect (I-squared = 63.9%, P= 0.096) & i > 0.86 (0.46, 1.63)
"
1 2 ]
32 1 3.13

Favors Platinum

Favors Controls

Adverse Events

Poggio F et al. Ann Oncol 2018



BrighTNess: Addition of carboplatin * veliparib to
standard neoadjuvant chemotherapy in TNBC

PCR Rate
ypTO/is ypNO
— Paclitaxel (80 mg/m? x 12) — — 31%
R
A
N S
Stage ||/|||7 D v
Paclitaxel (80 mg/m? x 12) +
TNBC © - (80 me/ ) —T> — " — 58%
J M Carboplatin (AUC 6, every 3 weeks, x 4) G
N=634
| E
) R
E
D Paclitaxel (80 mg/m? x 12) + Y o
— 53%

—» Carboplatin (AUC 6, every 3 weeks, x 4) + —
Veliparib (50 mg BID)

e 93 patients (15%) gBRCA+; no difference due to BRCA status
Loibl S et al., Lancet Oncol 2018



BrighTNess: The addition of carboplatin to standard
neoadjuvant chemotherapy improves EFS in TNBC

Median follow-up of 4.5 years

o
w 06 —
=]
% O T T e e e e T  padtavel ¢ Paciitaxel + poapeel
- + censored carboplatin + veliparib carboplatin Paciltaxel
e 4 7
. Events n/N 65/316 30/160 471158
03 4 4-year EFS, % (95% Cl) 782 (73.5-832) 79.3(729-86.2) 68.5 (61.3-76.6)
47 - Hazard ratio (95% CI)®
' Paclitaxel + carboplatin + veliparib vs paclitaxel 0.63 (0.43-0.92), P=0.02
_ Paclitaxel + carboplatin + veliparib vs pacitaxel + carboplatin 1.12 (0.72-1.72), P=0.62
0.1 Paclitaxel + carboplatin vs paclitaxel (post hoc analysis) 0.57 (0.36-0.91), P=0.02
0.0 T T T T T T T T T T T T T T T T T T T T T T T 1
0 3 & 8 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 a7 ] 63 i 69 72
No of patients at risk Months since randomization
e C’ V36 311 301 200 283 273 266 257 248 241 235 228 222 M3 206 199 195 188 130 28 9 1 1 0
P+l 180 LY 1R4 151 148 149 134 1 F 17 % (

174 1R T 144 Bt 14 [ qr I ¥
2 4] Iy L \ ¥ Fd o = | o b 13 o a

P 153 Wi 7 142 139 132 1?5 120 13 11.;—_" 107 102 98 95 91 87 B0 74 41 12 7 3 2 1 0

Loibl S et al., ESMO 2021



BrighTNess: EFS by pCR in all patients and subgroups by
gBRCA status

Al patients gBRCA mutation 9BRCA wildtype

0.4 - NonpCR 04 - Non-pCR 0.4 - Non-pCR
Events /N 108/325 34/309 Events /N 18/45 4147 Events n/N 00/280  30/262
024  Crude rate, % 33 11 024 Crude rate, % 40 9 024 Crude rate, % 32 11
00 |-I|azalrd rz?tio (?5%|CI)| 0'2|6 (0;13_?_33); p<?_ooo1 00 :—Iazallrd r:atio I(95‘Z.>CI)I 0.‘:4 (0|.05—I0.412, P=|0.0004 00 I-!azarld raltio (?S%ICI) I0.29I (0.1|9—0.I44),IP<0.|0001
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months since randomization Months since randomization Months since randomization

Loibl S et al., ESMO 2021



Treatment strategies for early stage TNBC

4 N
NeoAdjuvant Post-neoadjuvant

| D { Surgery } | >
- /




EA1131: Does adjuvant platinum improve iDFS
in basal TNBC?

—==FCOG-ACRIN

Patients with:

* Clinical stage II/lll
TNBC at diagnosis

« T+/-ANAC

* >pT1icin the breast at
surgery (> 20%
cellularity)

Tissue submission
PAMS0 Analysis
(basal vs
non-basal subtype)

Carboplatin AUC 6 or
Cisplatin 75 mg/m?

I

MN-Z002Z>=2

D1 every 3 weeks x 4 cycles
(1:1)
____Capecitabine 1000 mg/m2 '_
D1-14 every 3 weeks x 6 cycles

OZ—-ZMmMIO®

F
O
n
L
(treating provider discretion) 0o
W
U
P

==

Non-inferiority design with superiority alternative

Non-inferiority null hypothesis

+ 4-year IDFS 63% platinum vs 67% capecitabine, HR = 1,154
Alternative hypothesis for superiority

« HR =0.653

Mayer |, et al., ASCO 2021



EA1131: Unable to demonstrate non-inferiority or
superiority of platinum

o7 08 09 10

IDFS probability

4
L |

Number at risk
Capacliabing
Platnum

158
148

\t\ = Capacilabinp
\"';_L\ Platinum
'\‘LL‘
1‘1' 5 v
=
Ry
1
Platinum Capecitabine
J-year IDFS  4.2% (95%CI, 30%-53%) 49% (95%CI, 39%-58%)

HR= 1.06 (95%RCI, 0.62-1.81)

T T T 1 T T 1
G 12 18 i 10 (11} 42

Months Since Randomization

112 T4 G0 48 24 15 4
0 68 a7 30 0 13 1

Potential Qutcomes

MNan-infariority and
superiority of Platinum

Non-inferiority of Platinum

Non-inferiority of Platinum

Observed outcoma In EA11I1
Inconclusive

Inferiority of Platinum

inferlarity of Platinum

Alternative hypothesis Null hypothesis

HR=0.754 HR=1.154
_..._.
= g
ST -
— '3
S SR ——
S~ S—
0754 10 1.154

HR for Platinum vs. Capecilabine

Platinum better Capecitabine belter

Trial stopped early for futility
308 patients with basal subtype tumors enrolled

(78% of total enro
Median follow-up

liment)

= 20 months

120 iDFS events (of required 196; 61%)

Mayer |, et al., ASCO 2021
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Randomized TNBC neoadjuvant IO trials

GeparNUEVO |NeoTRIPaPD-L1 | KEYNOTE-522 |Impassion 031

Chemotherapy
backbone

CPI

pCR rate

Primary
Endpoint

Nab-paclitaxel -> EC

g2 week
Anti-PD-L1

+ Durvalumab
(no adj)

PCR =53.4% vs
44.2%

A 9.2% (n=174)

pCR

Nab-palcitaxel +
carbo weekly 2
on/1loff x8

Anti-PD-L1

+ Atezolizumab
(no adj)

PCR =43.5% vs

40.8%
A 2.7% (n=280)

EFS

Nab-paclitaxel —> AC
g2 week

Paclitaxel + Carbo -
> AX/EC g3 week

Anti-PD-1 Anti-PD-L1

+ Atezolizumab

+ Pembrolizumab
1 year

lyear

PCR = 64.8% vs
51.2%

A 13.6% (n=602)
PCR =63% vs 55.6%
A7.5% (n=1174)

pCR
EFS

pPCR =57.8% vs
41.1%

A 16.5% (n=333)

pCR



KEYNOTE-522: phase lll neoadjuvant then adjuvant
pembrolizumab study in eTNBC

Neoadjuvant Adjuvant
Pembrolizumab Pembrolizumab
200mg IV Q3W + 200mg IV Q3W + S _
paclitaxel Q1W + anthracycline* Q3W + , Pembrolizumab
carboplatin (Q1W or cyclophosphamide U 200mg IV Q3W
Q3w) Q3w R
R) 4 cycles 4 cycles G 9 cycles
E
Placebo IV Q3W + Placebo IV Q3W + R
paclitaxel Q1W + anthracycline* Q3W +
carboplatin (Q1W or cyclophosphamide Y Placebo IV Q3W
Q3W) Q3w
Stratification factors:
* Nodal status Primary endpoints: pCR (ypTO / Tis ypNO) by local pathologist assessment (ITT),
(positive vs negative) EFS by investigator assessment (ITT)

* Tumour size (T1/T2 vs T3/T4) Secondary endpoints: pCR per alternative definitions (ypTO ypNO and ypTO / Tis)

in patients with PD-L1+ tumours, EFS (PD-L1+), OS (PD-L1+ and ITT), tolerability
» Carboplatin schedule

(Q1W vs Q3W) Key exploratory endpoints: RCB, EFS by pCR, pCR and EFS by TILs



KEYNOTE-522: pCR

Primary endpoint: ypTO0 / Tis ypNO 100

By PD-L1 status:? ypTO0 / Tis ypNO

100 — -
90 — A13.6 (5.4-21.8) 90 — A14.2 (5.3-23.1)
P=0.00055 |
80 = | ) 801  eso% A 18.3 (-3.3-36.8)°
. 70 - 64.8% . 70 - I oo |
O I o O D% 45.3%
2 60 — 51.2% 2 60 — T
(9] O
S 5y - S 55 30.3%
2 2 I
o 40 — o 40 =
Q Q
S 30 - S 30 -
20 — 20 —
109 Pembro + chemo 107
0 260/401 ® Placebo + chemo 0 230/334 90/164 29/64
ypTO/Tis ypNO PD-L1-Positive PD-L1-Negative
Pembrolizumab showed a statistically significant increase in pCR
that was independent of PD-L1 status

aPerformed after last subject enrolled (data cutoff: 24 September, 2018) based on pre-specified first 602 subjects (pre-calculated boundary for significance: p=0.003); °PD-L1 assessed

centrally using the PD-L1 IHC 22C3 pharmDx assay and measured by CPS
1. Schmid, et al. ESMO 2019 (Abstract LBA8_PR)



KEYNOTE-522: Event-free survival

Statistically Significant and Clinically Meaningful EFS at I1A4

HR
(95% Cl)

Pembro + Chemo/Pembro 15.7% 0.632 0.00031P
Pbo + Chemo/Pbo 238y (048-0-82)

60— Events P-value

50—

EFS, %

40—

30—

20—

10—

Median follow-up®: 39.1 mo
0 I | I | I [ | I I I | [ I [ I | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

g Months
No. at Risk

Pembro + Chemo/Pembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0
Pbo + Chemo/Pbo 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 O

*Hazard ratio (CI) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. *Prespecified Pvalue boundary of 0.00517 reached at this analysis.
“Defined as the time from randomization to the data cutoff date of March 23, 2021.

Schmid P et al, ESMO Virtual Plenary 2021



KEYNOTE-522: EFS subgroup analysis

EFS by pCR (ypT0/Tis ypNO)

1
1
1
|
\ 1 -
70 !
S T ]
i i L
o 60 gy, PCRNo
Q i T .
g 50— | 56.8% hilnaes
£ 1
1
2 40 '
w 1
1
30— :
1
20— I
1
1
10 1
1
1
0 | 1 | I I | I | I 1 | 1 | I I | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 H
No. at Risk Mgnrhe
Pembro + Chemo/Pembro Responder 494 494 494 489 483 482 478 477 472 470 460 387 307 220 122 18 0 0
Pbo + Chemo/Pho Responder 27 17 217 216 214 207 206 203 200 200 197 165 130 87 56 9 0 0
Pbo + Chemo/Pho Non-Responder 173 169 165 152 144 135 122 16 10 104 100 85 65 53 27 8 0 0

Schmid P et al, ESMO Virtual Plenary 2021



KEYNOTE-522: DRFI and OS

Distant Progression- or Distant Recurrence-Free Survival

90—

80—

70—

60—

50—

40—

DP or DRFS, %

30

20—

10—

80.7%
HR
Events (95% CI)
Pembro + Chemo/Pembro 12.8% 0.612
Pbo + Chemo/Pho 20.3% (0.46-0.82)

0

No. at Risk

1 1 T T T 1T 1T 1T 1T 1T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Pembro + Chemo/Pembro 784 782 773 758 741 728 711 702 692 685 663 561 439 308 167 29 0 0
Pbo + Chemo/Pbo 390 389 387 379 367 352 337 330 321 317 312 259 202 143 84 17 0 0

2Hazard ratio (Cl) analyzed based on a Cax regression model with treatment as a covariate stratified by the randomization stratification factors. Data cuteff date: March 23, 2021

Overall Survival

100
90—
80—
70—
60—

50—

0s, %

40—

30—

20—

10—

1 89.7%
86.9%
HR
Events (95% Cl) P-value
Pembro + Chemo/Pembro 10.2% 0.722 0.03214°
(0.51-1.02)
Pbo + Chemo/Pbo 14.1%

0

No. at Risk

T T 17 "T T T T T " T"1
0 3 6 9 12 15 18 21 24 27 30 33 3

1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
I
6

T 1T 1T T 1
39 42 45 48 51
Months

Pembro + Chemo/Pembro 784 782 777 770 759 752 742 729 720 712 701 586 461 323 178 30 0 0
Pbo + Chemo/Pbo 390 390 389 386 385 380 366 360 354 350 343 286 223 157 89 17 0 O

2Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a cov ariate stratified by the randomization stratification factors. ®Prespecified P alue boundary of 0.00086 not reached at this analysis.

Data cutoff date: March 23, 2021

Schmid P et al, ESMO Virtual Plenary 2021



GepardNuevo Trial: durvalumab in early TNBC

Control (ne immunotherapy)
Chemotherapy +
e 53.4% Immunotherapy

Pathelogical CR =
!rllTﬂ' ypNO

with window treatment

Control (no immunotherapy)

FPacltaxel + carboplatin Q1W x12 + durvalumab Q2W x & = AC Q2W x4 + durvalumab Q2W x4

Chemotherapy +

anti-PDLA1

Loibl S et al. ASCO 2018.



GeparNUEVO:

Secondary endpoints

Median follow-up > 3.5 years

Invasive DFS

td ' 3yr BS.6%

Placelro 2208 events
0% { Durvalumab 1188 evenis
Biratifed Logrank ped 0154

§
4
] g (O
:

Iyr 77.2%

V0% 1 stratified HR* Durvalumab 1o Placebo = 0.48 [9S%CI 0.24, 0.97), p=0.0298
0
o 12 24
Patients at risk Vime {menihe)
= Placebo (11 ra 1]
= urvalumab (1] an ]

Distant
DFS

Overall
Survival

Patiants at risk:
= Pacebo

Iyr 91.7%

3yr 7B.A%

t Cempored

Placebo FRE evenhy
Durvabermat T80 eventy
B atied L ogrank pad 00%

Strabfed HR" Duwrvalumab 1o Placebe = 0.37 (33%C1 0011, 0.74), p=0.00T8

T T T T 1
12 FE L] 4l iy

Time (months)

i | ar 1] i ] [
T4} s o n L

Jyr 95.2%

& Condanil
Puscebo 1394 evenn
Cursibemil 480 evenm
Buatfed Logrash ped 6334
Strpitfied HR® Durvalumal to Placebo » 004 (B5%.C1 008, 0.TZ) ped.008
LI L] Li L T
] 1 it b1 (1l L]
Tirma (months)
[ ] [ L] F &) "W
~ Durvakamab (1] " ] " M

Loibl S, et al., ASCO 2021



Randomized TNBC neoadjuvant IO trials:

Long term outcomes

GeparNUEVO

KEYNOTE 522

Impasssion031

Durvalumab+CT 3.5 years 13.6% vs 25.6% 0.48 (0.24-0.97)
vs Placebo+CT

Pembrolizumab+ 15.5 months 15.7% vs 23.8% 0.63 (0.48-0.82)
CT vs placebo+CT

Atezolizumab+CT 20.6 months 10.3% vs 13.1% 0.76 (0.4-1.44)
vs placebo+CT

PCR improvement with durvalumab was modest requiring further assessment of
association of pCR and longer term outcomes with checkpoints inhibitors
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PARP inhibitors in development for Breast Cancer

e Trapping PARP-
PARP Inhibition D'\Ir: Cogmp"?-x &;NA A Wi

Proteins

Potency for

Highest PARP1 PARP2 PARP3 PARP~L. ;Qf#
‘P" \‘:\. \\ \\\ W
e & \}\.\ \\1 \'} \ \ i
Talazoparib (BMN-673) Yes 4% \ &
S \
= Niraparib (MK-4827) -- Yes
:E Trapped PARP
s Olaparib (AZD2281) --- Yes NEY

Lowest Veliparib (ABT-888) -- No/weak



WDITIYIT aAaytTlil MANNri. A INcyiouauvill osuwduico 1Vl

BRCA1/2 mutated Advanced Breast Cancer
Patients

Study Design
_{ PARP inhibitor
] as continuous exposure
» gBRCA1/BRCA2 carriers
* Anthracycline + taxane ® Primarv endpoint:
resistant advanced breast

cancer StandardiChemotherapy Progression-free survival

S of physician’s choice
(Capecitabine, Eribulin,
Vinorelbine, Gemcitabine)

Note: Platinum is not included in comparator arm

Olaparib OLYMPIAD NCT02000622 completed Approved by FDA
Talazoparib EMBRACA NCT 01945775 completed Approved by FDA



Neoadjuvant Talazoparib for Early Stage Breast Cancer
Patients with a BRCA Mutation

NEOTALA: study design

Talazoparib 1 mg/day po 3
TNBC Waak i
H:R:‘:: 2 + IR . 0 24 i Ir‘lmiestigdqtﬂr's t
> 1.5¢cm, choice adjuvan
NO-3, MO T T T T T g
(n=61) Biopsy Breast End 3
and ultrasound treatment | 9
imaging e
Primary endpoint = pCR breast/axilla by ICR : Non-evaluable
(at least B0% likely that true pCR > 45%) i L g

i : ; Surgery could not
s il > i L pel <HIO
Received 280% ol PD before pCR Recelved <Bi% of i

planned doses assessmant plannad doses INV site
n=38 [T9.2%) n=10 {20.8%) n=12 {19.7%) nat [‘1. E':::" i

Litton JK, et al., ASCO 2021



PCR rate (%)*

NEOTALA: Results

The most common treatment-related adverse events experienced by 210% of patients*
= - Talazoparib (N=61
80 _ = Evaluable poleIatlon (N 48) Number (%) of Patients by Preferred Term* Grade 1 Grade 2 Grade 3 Grade 4 Total
- — Any Adverse Eventf [ 22(36.1)] ((9(14.8) ] 26 (42.6) 1(1.6) 58 (95.1)
L ITT popUIat|On (N_61 ) Fatigue 34 (55.7) 12 (19.7) 1(1.6) 0 47 (77.0)
Nausea 31 (50.8) 7 (11.5) 1(1.6) 0 39 (63.9)
60 i Alopecia 33 (54.1) 2(3.3) 0 0 35 (57.4)
Anemia 4 (6.6) 1(1.6) 0 29 (47.5)
Headache 16 (26.2) 2(3.3) 1(1.8) 0 19 (31.1)
Dizziness 11 (18.0) 1(1.6) 0 0 12 (19.7)
40 _ Constipation 9(14.8) 2(3.3) 0 0 11 (18.0)
Neutrophil count decreased 1(1.6) 2(3.3) 5(8.2) 1(1.6) 9(14.8)
White blood cell count decreased 5(8.2) 3(4.9) 1(1.8) 0 9(14.8)
Decreased appetite 7(11.5) 1(1.6) 0 0 8(13.1)
20 | Diarrhea 6 (9.8) 2(3.3) 0 0 8 (13.1)
18.0% (11/61) patients experienced all-causality treatment-emergent SAEs
+ Grade 3 anemia was the most common treatment-related SAE (14.8% [9/61]) and reported as a medically important event (which is a
known AE of talazoparib)
0 - * No deaths occurred during the reporting period
by IC R %lq:s'it%EE%E(:é‘gl:r:?atgggi&{g&%;aqgﬁt:i{,{;:iﬁ&?%ﬂccsot;\;gr;lc?ig\:;;‘f:;:ﬂ::.r;%Ilg?ziaEnleerZiag:Tﬂh;d more than one occurrence in the same preferred term event category, only the occurrence with maximum CTCAE grade is counted
pCR ~ 45% Talazoparib was generally well tolerated, no
& - - - L] Ld ’ L3 L
Single agent PARPi very active in gBRCA+ unexpected safety findings, AE’s were consistent with

TNBC, pCR close to polychemotherapy the established safety profile

Litton JK, et al., ASCO 2021
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science INSTITUTE

Breas! International Group

A phase lll, multicenter, randomized, placebo-controlled trial
of adjuvant olaparib after (neo)adjuvant chemotherapy
in patients with germline BRCA1/2 mutations and
high-risk HER2-negative early breast cancer

Presented By: Andrew Tutt MB ChB PhD FMedSci #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
The Institute of Cancer Research and Kings College London Permission required for reuse. ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



OlympiA: Trial schema

» Local genetic testing or Neoadjuvant Group _
on-study central screening . TNBC: non-pCR Olaparib

Myriad Genetics Inc. -
RS =aie ) « Hormone receptor—positive: 300mg
» non-pCR and CPS+EG score = 3 i twice daily _ _
+ Germline pathogenic or for 1 year Sl B
. . » Invasive disease-free survival
>
i Neoadjuvant == Surgery =9 +/- Radiotherapy
mutation 1:1 i
Chemotherapy . Secondary End Points
' o =» Randomization =» + Distant disease-free survival’
P MER2-negaive | Adjuvant Group N=1836 e e (05)
ormone receptor—positive . : )
( TNBC B P TNBC: 2 pT2 or 2 pN1 - + BRCA1/2 associated cancers
or ) » Hormone receptor—positive: | + Symptom / Health related QoL
» 24 positive lymph nodes o | Placebo  Safety
« Stage II-lll Breast Cancer > 6 cycles | t;”'c? daily -
or lack of PathCR to NACT Surgery ==p Adjuvant = +/- Radiotherapy | or 1 year
Chemotherapy I
Stratification Factors Concurrent Adjuvant Therapy
+ Hormone receptor—positive vs. TNBC + Endocrine therapy
+ Neoadjuvant vs. adjuvant + Bisphosphonates

» Prior platinum-based chemotherapy (yes vs. no) « No 2nd Adjuvant Chemotherapy

Hormone receptor +ve defined as ER and/or PgR positive (IHC staining = 1%)
Triple Negative defined as ER and PgR negative (IHC staining < 1%)
"Hudis CA, J Clin Oncol 2007

Presented By: Andrew Tutt MB ChB PhD FMedSci #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
The Institute of Cancer Research and Kings College London Permission required for reuse. ANNUAL MEETING



OlympiA: Patient characteristics

Olaparib Placebo
(N =921) (N = 915)

Hormone receptor status*
Hormone receptor = 1% / HER2-T
Triple Negative Breast Cancer?

Menopausal status (female only)

168 (18.2%)
751 (81.5%)

157 (17.2%)
758 (82.8%)

Premenopausal 572/919 (62.2%) 553/911 (60.7%)
Postmenopausal 347/919 (37.8%) 358/911 (39.3%)
Prior chemotherapy
Adjuvant (ACT) 461 (50.1%) 455 (49.7%)
Neoadjuvant (NACT) 460 (49.9%) 460 (50.3%)
Anthracycline and taxane regimen 871 (94.6%) 849 (92.8%)
Neo(adjuvant) platinum-based therapy 247 (26.8%) 239 (26.1%)
el S ek AR L 146/168 (86.9%) 142/157 (90.4%)
(HR—positive only)
*Defined by local test results
tFollowing a protocol amended in 2015, the first patient with hormone receptor—positive disease was enrolled in December 2015
fTwo patients are excluded from the summary of the triple—negative breast cancer subset because they do not have confirmed HER2-negative status
Presented By: Andrew Tutt MB ChB PhD FMedSci #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO

The Institute of Cancer Research and Kings College London Permission required for reuse.
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Olaparib in adjuvant gBRCAmut HER2- BC

Invasive disease-free survival (ITT)

Distant disease-free survival

100 -
_ 87.5
X —
IDFS ol
P<0.005 g RER 80.4
DDFS and 2
OS only @ 60 +
tested if IDFS o
significant ST
. % 40 Olaparib (89 events)
2 —— Placebo (152 events)
PDC?EES Recycling of E 20
<0. Ipha f S 20~
sohbeEteh Stratified hazard ratio 0.57 (99.5% CI, 0.39-0.83); P<0.0001
future = Difference: 3-year DDFS rate 7.1% (95% ClI, 3.0-11.1%)
0Ss analyses 0 -
P<0.01 T T I I I T L T
0 6 12 18 24 30 36 42
. Time since randomization (months)
No. at risk
Olaparib 921 823 744 612 479 364 279 187
Placebo 915 817 742 594 461 359 263 179



OlympiA: Summary of adverse events

Olaparib Placebo
(N =911) (N =904)

Any adverse event 835 (91.7%) 753 (83.3%)
Serious adverse event (SAE) 79 (8.7%) 76 (8.4%)
Adverse event of special interest 30 (3.3%) 46 (5.1%)

MDS/AML 2 (0.2%) 3 (0.3%)

Pneumonitis 9 (1.0%) 11 (1.2%)

New primary malighancy 20 (2.2%) 32 (3.5%)
Grade 2 3 adverse event 221 (24.3%) 102 (11.3%)
Grade 4 adverse event 17 (1.9%) 4 (0.4%)
Adverse e*vent leading to permanent discontinuation of 90 (9.9%) 38 (4.2%)
treatment

Adverse event leading to death” 1(0.1%) 2 (0.2%)



Adjuvant Olaparib in gBRCA+ patients
Considerations:

Genetic test: necessary to make treatment decision, not just to manage future cancer risks

Duration: Is one year the optimal duration of adjuvant olaparib?

Safety: will there be more MSD/AML with longer follow-up

Patient selection: adjuvant PARPi for all subgroups of patients?

Comparison/Integration with other treatments:

. HR+/HER2-: abemaciclib
Il. TNBC: capecitabine —immunotherapy - platinum




Early-stage HER2+ breast cancer

Dual HER2-blockade
De-escalation



Dual HER2 targeted therapy improve pCR rates in HER2+ early BC

trastuzumab
pertuzumab

m{ HER2-monoclonal antibodies HER2 = | H
Y | . RaBIRar
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_— *--__lapatinib "T---- x -
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Survival

chemotherapy

HER2-positive
operable breast
cancer
(N=121)

Stage II-IlIA

HER2-positive
operable breast
cancer
(N=450)

Tumor size 22cm

®

Phase Il

randomized

®

Phase Il

CHER-LOB!

wP x 12 wks — FEC x 4
T x 26 wks

wP x 12 wks — FEC x 4
L x 26 wks

wP x 12 wks — FEC x 4
T + L x 26 wks

Ad3OdENS

NeoALTTO?3

T x 6 wks
— WP + T x 12 wks

L x 6 wks
— WP + L x 12 wks

T+ L x6 wks

—wP +T+Lx 12 wks

G VA—

Trastuzumab
for a total
of 1 year

- J

Hormone therapy (for HR+
BC patients) and RT were
recommended postoperatively
per local standards

N )
Lapatinib

Ad3IOdENS
€x 034

Trastuzumab
+ lapatinib
——

Hormone therapy (for HR+ BC
patients) and RT were recommended
postoperatively per local standards

HER2-positive
operable breast
cancer
(N=529)

Tumor size 22cm

HER2-positive
operable breast
cancer
(N=305)

Stage II-Il
Tumor size 21cm

NSABP B-412

AC x4 — wP x 12 wks

+ T x 12 wks

AC x4 — wP x 12 wks
+ L x 12 wks

®

Phase Il AC x4 — wP x 12 wks

+T+Lx12 wks

CALGB 406014

wP + T x 16 wks

wP + L x 16 wks

®

Phase Il
wP + T+ L x 16 wks

* RECOMMENDED (protocol-defined therapy ended at surgery)

T: trastuzumab; wP: weekly paclitaxel; L: lapatinib; RT: radio therapy; AC: anthracycline, cyclophosphamide; FEC: fluorouracil, epirubicin,

cyclophosphamide

after neoadjuvant therapy with trastuzumab-lapatinib and
in patients with HERZ2-positive early breast cancer:
A meta-analysis of randomised trials

G Va—

Trastuzumab
for a total
of 1 year

Ad3OdENS

- J

Hormone therapy (for HR+
BC patients) and RT were
recommended postoperatively
per local standards

N N N

%)

c

S Ci‘; Trastuzumab
r(’?1 < for a total

3 % of 1 year

\_/\_/;)

Hormone therapy (for HR+ BC
patients) and RT were recommended
postoperatively per local standards

Guarneri V, et al. ESMO 2021



PCR rate with dual blockade in different trials

90
80
70
60
50 -
40 -
30 -
20 -
10 -
O .

% pCR

NeoALTTO  NSABP B41 CALGB 40601 CHERLOB
(N=455) (N=529) (N=305) (N=121)

M Trastuzumab ® Dual blockade @ Dual blocked HR neg

Baselga J et al, Lancet Oncol, 2012
Robidoux A et al, Lancet Oncol, 2013
Gianni L et al, Lancet Oncol, 2012
Guarneri V et al, J Clin Oncol 2012
Carey LA et al, J Clin Oncol 2016



Relapse-free and overall survival according to lapatinib use
(T+L vs T)

RELAPSE-FREE SURVIVAL

OVERALL SURVIVAL

HR (95% Cl) HR (95% Cl)

T+Lvs T T+Lvs T

CALGB 40601 —o—i- 0.32 (0.14-0.71) CALGB 40601 -oJ:- 0.34 (0.12-0.94)
. .

CHER-LOB —o-i— 0.44 (0.18-1.05) CHER-LOB -i-o— 1.00 (0.31-3.27)

NSABP B-41 —Ib—— 0.66 (0.34—1.25) NSABP B-41 -Ii- 0.63 (0.24-1.67)
. .

NeoALTTO -E'O'— 0.81 (0.52-1.26) NeoALTTO ':0" 0.72 (0.41-1.27)

Subgroup O 0.62 (0.46-0.85) Subgroup é 0.65 (0.43-0.98)

Cl: confidence interval

Null effect

Null effect

Guarneri V, et al. ESMO 2021



Early-stage HER2+ breast cancer

Dual HER2-blockade



De-escalated Treatment in HER2+ disease

De-escalation strateqgies:

|.  Shorter trastuzumab duration
ll. Reduction of chemotherapy backbone

lll. Chemo-free regimens



Individual patients data meta-analysis of 5 non-inferiority RCTs
of reduced duration single agent adjuvant trastuzumab in the
treatment of HER2 positive early breast cancer

IDFS
Trial Duration Patients Non-inferiority limits
@ PERSEPHONE 12m vs 6m 4088
PHARE 12m vs 6m 3380
1.20
HORG 12m vs 6m 493
Subtotal 7961 1.19
SOLD SOLD 12m vs 9w 2174
1.25
{5 Shorter 12m vs 9w 1254
Subtotal 3428
TOTAL 11.389

Earl HM, et al. ESMO 2021



Results: 12-month vs shorter (all)

' Non-inferiority limit=1.19

PERSEPHONE : 1.05 (0.90-1.22) 27%
PHARE i 1.08 (0.93-1.25) 28%
HORG : 1.42 (0.77-2.64) 7%
|
SOLD { 1.40 (1.08-1.80) 20%
SHORTHER E 1.15 (0.86-1.53) 18%
:

RE model e 1.14 (0.88-1.47) 100%

RE model (q=5.530, df=4, 12=0.028, 12£27.7%, p=0.136)
I

HR (90% Crl)

» 5-year IDFS rates were 88.46% and 86.87% respectively.
* The adjusted HR = 1.14 (95% credibility interval (Crl) 0.88-1.47), non-inferiority p=0.37



Results: 12-month vs 9 weeks
(2 trials combined - fixed effects model)

I Non-inferiority limit=1.25

SOLD

SHORTER

|
|
FE model et

 For 12 mvs 9 m, 5-year IDFS rates were 91.40% and 89.22% respectively.
* The adjusted HR for treatment = 1.27 (90% Crl 1.07—-1.49), non-inferiority p=0.56



Results: 12-month vs 6-month

(3 trials combined —

fixed effects model)

Non-inferiority limit=1.20

4

PERSEPHONE

PHARE &
| |
| |
| |

HORG A A ¢
| |
| |
| |

FE model ‘;‘ :
| |
| |
| |

OI.7 0{8 0?9 ; 1?1 1.2 1?3 1{4 1?5 1?6 1‘7 1?8 1{9 ; 271 272 2?3 2?4 2?5

HR (90% Crl)

* For 12-month vs 6-month, 5-year IDFS rates were 89.26 and 88.56% respectively
« The adjusted HR for treatment was 1.07 (90% Crl 0.98-1.17), non-inferiority p=0.02

Crl: credibility interval; IDFS: invasive disease-free survival; HR: hazard ratio

Earl HM, et al. ESMO 2021



De-escalated Treatment in HER2+ disease

 De-escalation strateqies:

2. Reduction of chemotherapy backbone

3. Chemo-free regimens



Adjuvant Paclitaxel and Trastuzumab
Disease-free Survival

All patients
1.0
0.8
=
=
= 0.6 4 Point Est (%)  95% Cl (%) No. of events
S 985 97.2 t0 99.7 6
2 96.3 94.4 0 98.2 14
53—' 0.4 - 93.3 90.4 to 96.2 23
-
[
0.2 1
I I I I I I 1 I I
0 12 24 36 48 60 72 84 96 108
Time (months)
No. at risk:
m406 388 385 378 362 347 247 120 34 0

HR+ vs HR-
1.0 '_“T
0.8
=
= Stratum No. of Events 7-yr DFS (%) 95% ClI (%)
=2 0.6 1 Negative 10 90.7  84.6% to 97.2%
= Positive 13 94.6  91.8%to 97.5%
| -
= 04- Hazard ratio (pos : neg), 0.61 (95%, CI 0.27 to 1.4)
%)
L
a
0.2 -+
1 1 1 1 1 1 1 1 1
0 12 24 36 48 60 72 84 96 108
Time (months)
No. at risk:
Neg m 134 126 126 123 119 111 73 43 10 0
Pos W 272 262 259 255 243 236 174 77 24 0

Tolaney S et al, JCO 2019



TRAIN-2:
High pCR rates with and without anthracyclines

Treatment-naive pts

v v

Anthracycline No-Anthracycline 100 -
p=0.95
FquC i X 8- 67% 68%
w
Carbo + S
Taxol + TP S
g3 weeks g 60 7
o
et
o
< 40 A
) ) £
g
m -
Surgery S 20
‘1’ ‘1’ 140/206
0 -

Trastuzumab (1 year) FEC-PH TCHP

FEC-PH, 5-fluorouracil + epirubicin + cyclophosphamide + pertuzumab—trastuzumab; pCR, pathological complete response;
TCHP, paclitaxel + carboplatin + pertuzumab—trastuzumab. van Ramhorst MS, et al. Lancet Oncol 2018.



WSG-ADAPT HER2+/HR-

Study Design PCR Rate

1046

Trastuzumab 0100y pND
8 mg/kg — 6 mg/kg q3w x4 — gy
A +
' Pertuzumab 80 0
B840 mg — 420 mg q3w x4

(n=92)

« HER2+
ER- and PR-

« MO R 12 weeks

B0

+ ECOG <1 or 9:2 Trastuzumab

KPS 280% 8 mg/kg — 6 mg/kg qiw x4
(n=134) *

Pertuzumab
840 mg — 420 mg q3w x4
B £ 40.0

Paclitaxel
80 mgim® giw x12

pCH rate

40 0

Hofmann at al, Trials 2013: 14: 261 (n=42) 0.0
Nitz et al, Ann Oncol 2017; 28(11); 2768-T2

‘.1'!‘.'*?-‘.
B Mitz et al. Ann Oncol 2017: 28011 2T68-T2

Harbeck N, et al., ASCO 2021



WSG-ADAPT HER2+/HR-

iDFS Arm A: non-pCR vs PCR

3 4 :
- "—\_|_._\_I_‘
- I i
EG Sy-IDFS
g B: 98% [84: 100]
& i .
g2 A: 87% [78; 96)
'&Cﬁ
Eﬁ HR 0.32, 95%CI [0.07; 1.47]; p=.144
ﬁc -
2
(=} T T T T I I
1] 12 24 a6 48 G0
months
Mumber at fisk
A(T+P) 92 87 77 71 66 40
B (T+P+PAC) 42 41 40 ar a5 21
A(T+P) B(T+P+Pac)
Patients with
no further CT after pCR

9(29.0%) 30 (79.0%)

iDFS Arm A: non-pCR vs PCR

.

Disease-fres syrsal
025 0.50 0TS

0.00

Murmber al risk
armA, no pCRAs 59
Arm A, pCRAS 31
ArmB 42

]

Sy-iDFS ) 1
Arm B: 98% [84; 100]

Arm A pCRs: 98% (78, 100]

Arm A non-pCR/is: 83% [69; 91]

non-pCRAs vs pCRYJis in arm A:
HR 0.18, 95%CI1: [0.02; 1.43]); p=.106

12 24 36 i8 G0

months
56 51 46 a1 25
I ¥y - 23 25 15
41 40 37 15 21
A[T+F), no pCRAS Al T+P), pCRAs BiT+P+2ac)

Harbeck N, et al., ASCO 2021



WSG-ADAPT HER2+/HR- bl
Benefit from neoadjuvant CT-free regimen (T+P) according to subtype,
HER2 status by IHC, and early response 149 arm

ifﬁissing Basal
‘ n=17 | |n=12

Luminal

Total population (arm A+B)

pLE fypit/m, yphd

pCR rate arm A (T+P) i
non-basal: 31/85 (36.5%)
basal: 0/7 (0%) g 0

1'% 1=

Gluz et al, SABCS 2019

non-sensitive population: 31/92 (33.7%)

Harbeck N, et al., ASCO 2021
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